=> s jp09-169766/pn 

LI 1 JP09-169766/PN 

(JP09169766/PN) 



=> d abs 

LI ANSWER 1 OF 1 WPIDS COPYRIGHT 2004 THE THOMSON CORP on STN 

AN 1997-389409 [36] WPIDS 

AB JP 09169766 A UPAB: 19970909 

2- (R2) -3- (R1 ) -5- (R4) -7- (R3) -4-oxo- th i eno [2, 3-b] pyr idi ne derivatives of 
formula (I) their salts are new. R1 = R6-CH2-N(R7)-CH2- or 
hexamethy I enetetraami nomethy I ; R6 = phenyl (optionally substituted), 2- 
or 3-pyridyl, optionally methylated 3-indolyl, propyl, or butyl carbamoyl ; 
R7 = Me; R2 = phenyl (substituted by e.g. methoxycarbony I vinyl, 
benzoylvinyl, acetylvinyl, propiony I vinyl , isobutyry I am i no, 
N-ethyl-N-trif I uoroacetylamino, methyl amino or acetony I oxy) ; R3 = 
2-f luorobenzyl or 2,6-dif luorobenzyl ; R4 = acyl, or optionally 
hydroxylated or a Iky I carbony loxy lated 1-6C alkyl; provided that when R4 
is benzoyl, then R2 is not propionyl aminopheny I, 
ethanesulphonamidophenyl or isobutyry I aminopheny I ; and when R4 is 
isobutyryl, R2 is not propiony lami nopheny I or isobutyry I aminopheny I. 

USE - (I) are useful in the treatment of sex hormone-dependent 
tumours (e.g. prostate cancer, uterus cancer, breast cancer and pituitary 
gland tumours), prostate hypertrophy, hysteromyoma, endometriosis, 
precocious puberty, amenorrhoea, premenstrual syndrome, multiocular ovary 
syndrome and acne. (I) are also used as contraceptives, anti-infertility 
agents, menstruat ion-control I i ng agents, gonadotrophi c hormone-release 
inhibitors and agents for treating sex hormone-dependent diseases. 
Administration is oral or parenteral and in a dose of O. 1-30 (preferably 
0.1-1) mg/kg. 
Dwg. 0/0 
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R 3 

Hfc2] 



R««ia)77t, JUR. ^7T^^, * + 

Z, (2) 2 - L< »3 - try (3)>f/PT« 

fcti (5) *e 4 * R 7 tt* *7U££5* 

y^/US£. R2ii^h^rx*/^-;l,t*-^, 
io&/U*x/Pb'x/is ^yWC^b'x/K O-yM/Ub* 
7-fef-A'tr— rotr^r— ;ub*-;p, 4 yrf- 
y^rsy, ro^-;ur$y, 3-**y7f^r 
*y. . 2-fcKn3ryy; 

n^r^/KT^y, b'J 7/M-OT-fcf7WT£y, 2- 

y, yrw^y, n-x^/u-n 

-hy 7/W;tn7-fe^i/7$y, y^/PT$y , x^ 
r$y, roe/i/r^y, T^ywrsy. >f yy^;ur 
*y, ^x^;ur$y, i -tmy yx/prsy, x? 

^X/M^T 5 H L<J47-fe hx^^Tg&Sil 

2,6-^7/kto^y^VPgfc. R*(i(l)r^/US* 
fc«i(2)b Ku*xfc L<\±T)V^)Vif)V^)V^^ 

U R'^yy^f/Pofc^R^irab^x/ur^y^ 

y;i,r^7x-/w^<, wwy^f^t 
§ r 2 lira b^-x^r 5 y 7 x x;u& .ttM y y 

;l^7^7x-;Wi:^\ D "C^Sii^-fb^tt CO 

imim2\mwtf& r io -r s - <*k R 9 i*t* 

x;K ^/l^:/, OWfU, T*l^)V, rub^x 
*fc**i/fft*r*\ ) Tm2ti&mi>L<l±jZ; R n - 

nh- R u «3-*^y7'^, 3-**y^ 

t>L<te55R 12 -0- (5**. R 12 tiT*hx/i^ 



"t. ) "CH$tl^STffift$ixTV^7xX/l«&^t 
[fS*«3] SR*^' ( 1 ) T/Ua*i>>, TfVzi^is- 

( 2 ) r^vy^*** ^TB»SfifcT;^^*;^ 

x;u*4fctt ( 3 ) f-xx;^^^x/USSr^-n»^S 

[BS0I5HWE 
Hfc3] 
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R 3 

C^*> R 2 ^ h*^/U*x;Vb*x/L^, xKi/* 
/l^x/Ub'x/l-, #/U**>-b*x/K ^^/>f^b*x 
/k 7-b?^b*x/k 7*ne*x/^b'x/K -fy^U 

/pt $ y . rnb^-x^r^y . 3 -**ry 7^/1^7$ 

y, 3-**y^>-f^7$y, 2-tKo^yy;o 
^y/l/T^y, h^/^PTWT^y, 2-b 
KD^yrDW^y, 2-b HD^->7'^;Ur$ 
y, 2-bKo*^y7^/l/7$y, N-xfvW-N 

-fy7/^nr-bf-;ur^y. y^r^y, x^/u 
7sy, rnb/ur^y, 7?^T5A 4v?tjut 
*y, i^x^r^y, i-bny^x/i/rsy, x? 

VXfofrVT $ K t> L < 147-fc h -)l**i/TW%Zti 
fc7x-/H^ R 3 (i2-7/^o^v^;WS^^ 
2.6 -i^/i^ta^^Sfc. RH±(l)T^fumt 
fc»4 (2)tKD*HL< fem^/P* /i^x;p** 

U R**^yy>f;l/Ot^R 2 ii:rob5rx^T$y7 
x^yxwy7^ H7x-;PfciWy/f 
y /ur ^ y 7 x x/PT*ti& < . r* if a y u *v<n t 

* R 2 ter a b*x/U7 ^7x x^fc XV >f V 7* »J 
/WT$y7xx;l^te*v\ XUJHHKS'*'. D T« 

R 1 *^ * 

N- 

R 6 «(l)7-y*. X^7T^>f/k 

L < ^x h DTHiS^ixT V^T t>i ^7 xX/U 
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£. (2)2-t>L<ti3-ey^;US. OM^-T'Sa 
S*VOvCt>J:^3-> (VKU/US. (3)7*at^2 



[fc5] 
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CUD 



[ts^JS6 3 m$m i ie!8^ti^2*:i±*<DJg£^r 

[0001 ] 
[0002] 

>- (TRH) ft«.v%iiitJSifrj®*^^Sta}*;i' ; &>' 

{GnRH (Gonadotropin releasing hormone) : Mfa 
m&^f^yWaii^>U^y (LH-RH (Luteinizing 
hormone releasinghormone) 3 bi>mitl& ) Sri: 981 

2. X3t^, P610-618. 198630 . Z.i\L>mn r &*il> 
^-SSIfcSS*. P297-304. 1993*) . «H 



(OTGnRHfcB&8rf&.Ifc *>*>£) O+U 

- • X- ■ 74 (Schally A. V. ) j/'t-t/l' • :t 
7 >>U1tV&itA" irS^bU- (J. Biological Ch 
emistry) . 246#. 7230-7236M. 1971**5 i.V7flsi5X 

■ T-tU (Burgus, R. ) 7Di/-f-< • • 
-f*f-3.ylV ■ T^fi • t-fl^ • x- • X* • 
x- (Proc. Natl. Acad. Sci. USA) . 69#, 278-282 
I> 197230 <0S«§ttiJ^{*T'*&»KU a-7DV'J 

tU • f- • 3 >a yX (Biochemical an 
d Biophysical Research Communications) ,603H. 406 
-4131:. 1974*, «iWJ^ • r-;v ■ -f -f- • r 

- (Oliver. R. T. D. ) fe, ^'J^-f^i- V-tA> ■ 

(Br. J. Cancer) . 59^. 8231.198 
^HXXfFUh, v>— T)V- *7 ■ A V9— -his 3 
TlV-- Xt A1]A>- t (J. Int. Med. Res. ) , 

18£. 35-411. 1990*3 ii. K«ft*"#-*CttJ: 

?^gtLTtlSg^T-J!£<ffiv^ixTV^. BK'Ja- 
rol^VOi^tfaSvSffii. ^SMGnRHtJtHSL 
TSS^^fc^SSiafem^fc. ^GnR 

SGnRH^RlEttOfiT (desensitization) Srjg,! 

wtv^L-ruuvyit. GnRH&mmzti-rmfm 

o^-iS14^tilb!)qgi6feitl» l It* ? »l4»n'tv%| > . i 

±£0-iai40Tafr-ffi»fM^ffl (JBttflsffi) 
i S3rV%i: GnR HSfi3l*^l . 

icOi 3^GnRHJStn:f^fflSr^i-Sfl:-&!fi!lk LT*±. 
GnRHcOgS^flsTftSBM^r^K (*H^frm 5 
140009 n 5171835 -^) . Wk^^T^YWrn 
ft (^8361-191698) ^2ig14^r^ CS^-r 
—TlV • *7 ■ ^r-f l^Tfi' • jrmhV— (Journal 
of Medicinal Chemistry) . 36i§, 3265-32731. 1993 

JHi«*iTV»*. L*>L3H*T1i, 
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[0003] 

[mvffmtx ^ t-rmmi *mn±. s^gii 

[0004] 

[isg£S?&-f ^^o^a] *«9§*&(i« a*o^ 

xy C2, 3-b) by^yf^ffcSr^jfcU **)#JB 
Srfcrtl/o^fcc:^ If^f-xy f 2 . 3-b) b 

[0 0 0 5]EP^^i s <l>-«« 

[fte] 

0 




fi 3 

[fc7] 

R e -CH 2 x 

N-Cfl 2 - 

R»l±(l)7y*. AS, X)Vyr^)V* y^ 

S, (2)2-t>L<fi3-tyv;US, OMfVl'T'Bgl 
$ftTWCt>±^3->f yFU/W*, (3);rot:;u*4 
fcli<4) r*/P*/t**E >f R'tt****** 

) tISiil)Ii^Wf l^Vf b77^ 
y^/PS*. R 2 i^h^x^jKx;l^fx;p, IK 
y^^^t'-/P, */W**^b*x/p, /l-b 
T-b^b'x/u, rDt^-^t'z^, >fvy«f 

sy, 3-^y^yf^rsy, 

o'v^/wrsy , hu^/i^rnr-b^/i/r^y, 2- 

bKo^rob/KTSy. 2-bKa^yWT$ 

y. n-x^/u-n 
-f»j7;^or-fe^;ur$y. -**/wr$y, x^;u 
r$y, rnw^y, r^rsy, 4 yr*/i/r 
*y, ^x^/ur$y, 1 -bnu^x;ur$y, x? 

>X!U*>T$ Kt> L<i±T* hx/Urt^vTlBftSix 
^7i-;PM, R3|i2-7;^o^y^^^i± 
2, 6-^7/^o^yiM-S*. R»tt(l)T^/Hfi4 
fcli(2)b Hn*yt L<Wr^*;u*;usKx;p^^ 

U R*^^/>f;^fc#R 2 {irnb^x;ur^y7 



x-;k x^yx;^yr^K7xx;^j:tX>f yyf^ 
* R 2 liro b* XA-7 $ y 7 x x/Ufc £V4 V 7+ V 
4fcli-t^«. (2)SR*#5$ R l °-R 9 -(S*. 

ob*x/P£*ix^:hJjcr. ) T*S ll**ti L<(« 
RH-NH- (5$*. R 11 {i3-^yyf-/U. 3- 

?jr?\ ) t>L<ti:£R 12 -0- (5$*. R 12 l±T-bbx 
*«-fJJE ( 1 ) TOIWt^*, ( 3 ) SR 4 #(1)T 

i» t 7xy^y, bKn^rx, 7/W*/l^;W#x/P:*:* 
^y^tti^r/Mr/wr^y. r;w*;wf-*Ta» 
si-u^yyM/^s, ©muvws^eiiis 

ix^r/^/^;^x;L^^^ii:(3)f-xx/^/u^x 
/«*«^JJE ( 1 ) 9BEtt«0fl:£** ( 4 ) SR*# 

>l>m?f>Z±Ml ( 1 ) JUBSBoft^ (5JHR5S 
[*8] 



0 




K 3 

R 2 te> h*5ofr/U*x;],b*x/k iK^ 
;U*,=./Ub*x/k #/U#^>b*x/u, ^yy^f/Ub'x 

;ur$y. rob*x;i/r$y, 3-**y:/*/WTS 
y, 2-tHD^;o 
^^/ur^y, hu^y^DT-b^/wr^y, 2-t 

y, 2-b ku*w yy^;ur$y. n-x^-n 
-h'j7/^u7W7$y, y^ray, x^;u 
rsy, rotors y, y^/ur^y, -ryy^/ur 
= y. xx^/ur^y, l-fn'jy^r^y, x? 

^ V T $ H t> L < ii T ^ h x;^^ zsX-W&Z ti 
^7x-;H^ R 3 li2-7^n<>->?;l^4^ii 
2,6 -^/M-o^y R 4 ti(l)T^** 
fcli(2)hHn*^t L<(iT^^*;P#x;^^^ 

ri«s*i.rv^rfcJ:v^c 1 . 6 r;^p«Sr5rr. 
L. R 4 ^yy>f;^h#R 2 ii:rot:^x;UT$y7 
xx;p, x^y^y7$ K7x-/l/ii3i:^V7f 
U $ y 7 x x;^T"(±^ < „ R* if A V 7* U /WO h 

^ r 2 iir o b^x^r $ y 7 xx;u*$ i^>r y ^f - »j 
/PT$y7xX/PTW:3rU. X(iBiMSSr^-r o )T* 



(5) 



#1^9-1 6 9766 



Ht9 3 

R 6 — CH 2 s 

N — 

(sStfi. R«»i(l)7-/S. g*. *;k?r*'f/k 

£. (2>2-t>L<(±3-tyi/*;WS. (3M^/kCg& 
$flTV>ttJ:v^3-'f >-K'J/l^. (3)Totr/l-g2 



[ftlOl 

0 




till) 



ft** CIIO Xli^&OgSi*. ( 6 ) SM 1 ) VL 
( 6 ) «ie«^EIgsa««!i. a itf ( 8 ) ttjM^v* 
1 0 0 0 6 ] *X+*>tet)W)1HI t % z 4 - v + 

[fti i] 




*3S9Jtf>ft£% CI3 fcfctt&R'T^i?:h.SgcDji?4L 

*k fr*»?il^3fltt*tf*L<. l~2fl#$4>fc# 
* U*. ^bso^-^ CO fc*Jlt*R*"C*3ft.*« 
Off* U>tOi: LTJi. jW-R*- R 9 li 

;tfx;k a/kiMrs', 'O-VM/k 7-fc?-/k Totr^- 
-^?r-eh.-fix^-r. ) L<li^l R n 

-NH- R"<43-^yrf-^. 3-Jj-dfV 

f-)Vt till 2 - h K o=Jf £✓ n^df is/uitf; 
"t. ) t>L<li3£R 12 -0- (5$«K RmtTtb-fr 



[0007] #$&9i<9ft£«S C O K*5 ft* R 4 

mm. * -co-r» -R'lisag* 

[00083 mM<t*.mimcoMk ltj±, T/k*/pg 
t+iv. rotvk ^yrDf/k >fy 

7>/k s-f+jU, t-7>/k ^Vf-/k 'v*i'/k 
*v7f-/k jr^f-zk x^/k ^y-fi'/k H 

-rx/k t- 'J-ri-'/k -rb^TWk ^y^'fi'/l^) 
C^jsT/^US) . i/^om)H (CT. y?o7 
o£/k j^o^l'-r/k v-^D^>-;^<!OC3. 6 i' 

/k 2-*f7kry/k 2-7f-^, 3-7f^, 

y*sArx/k ^Jf-fl-M/xx/k 3-^^T-/l^^ 
Cj. l0 r;i-^-;us) , 7Vk*x** (0a. x?-x/t>, 
2-7otz;k 3 - :/X/l^7)C 0 <nT)V*- 

r/u^x/ps) , T'J-/v£ (flL 7i-;p, ryf- 

/k TVh5-fcX/l^oC 6 . l4 7 , y-/U£> . 75;^ 
(Ms ^v^/w, 7i-;Hf;P, y'7i-;Wf 

xhafv. ra^i', 'fyrn^^^ yhdfi, 

^) , C^sT^ndfx-Cj.eT^^v, T5y, ^ 

/, x^/wrs/. rows/, ^f-;wrsy, 

^Xf-/PTSy^) , Ci.eT^^P-^/V-JKx/P. C 

/^^^X^jfdf^) , Q. x -sT)V*)V~f-*, Ci-b 
T;^/l'-x;U*x;W, C x . t T)^)V-XA'7 4 x 

/k ^y-f;u, 7x7=*^, rA^fi^y^j!-*^. W 
v^t6, »4L<l41=JfViL3. i?^^«*t<(il~ 

[00093 wmmtmt lz\±. smmr&awsm 

1 =5:v \ L 4 mo 5 5: V ^ L 8 mm* tti*<om£1&m 

mtmfbti. *v>&tmt lt«, 2-4/s«3-f- 

2-4fctt3-7U^. 2-i/d±3-eo'J 
/k 2-. 4-4fc»i5-*df"9-y*U;k 2-, 4-4 

fctts-^ryy/k 3-, 4-ii^ii5-e5y'j 

/k 2-. 4-4fcJ±5— i S*VL>/k 3-, 4-4 

fc«±5— fysr^T/yA'. 3-, 4-4Jt»45->ry 
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y;w, i. 3.4-***^ryy^, 3-awi5- 

(l,2,4-f7y7/U/W, 1 , 3 ,4 

!V, 4-ifc{i5-(i.2.3-^r^rvy;W, i. 
2, 5-f-r^ryy;w. 1,2,3-HJTryjK 1. 

2,4-hUr x /U;W, lH-£fcli2H-Th7Vy 

s6» Wf ftfc^nK^ ft 1 * V % L 4 ffl^tf 5 
g;2-, 3-*fctt4-K'J5^. 2-. 4-ifcli 
5-ty$^, N-^^H-2-, 4-i>tl45 
-try 5$*^. 2 - ifcJi 3 -^^JV^ y x/U, 2 
-&tz\±3 -)V, S^V'x/K hV 

TV~)V, t:n»jy-;k tr^yyx/^, tr^x/p, f* 
^e?-^, i,4-*^-^x/u, i,4-f*r^x 
l,3-f7^, 2-£*t43-tr^xx 

/P, MJTS^K ^yhyry^, 3-4fcl±4 

144 - 1 y ^x/^<o|S3Rigr^ J2B«:IBIMFF. IK* 
■FP, H«^*»fe«fixfc^oa[^l4r^L4 

y *vx/^, b y r/n C4 , 5 - b 3 try W-jv, 

^d^, -fv^r/y/k ^yy 
y-;u, 7*93*^. *^/yx;p, *y***yx 

/P, ^KU^, =aryy>?x;W, 1,8—^7^ 
v'x/K 7"yx;W, 7fyy^, sA^V^x/P, 

#/w*/y/k r^y^x/u, 7x+yhV*s-n>, 9 
1 *v * L 4 ffl^tf 2 mttii 3 anaa8^*«ss**^ 

ntT/U, 7>/U. >f V/f/l/, sec-7^-/K tert-rf* 
Mf) . Cj-eTiHr^ (W. tTx/K 1-^A-b'x 

(flk xf-^, l-rotrx/p, rn'W?/**) . c 
i. s ^o7/W/K«; s^orotf/k s^oT'f- 

o7/l/t-^ (Wis i/^u^yf-^, ^^n-N^r-b- 
. C 7 .n77/^ (W. O^/k or-^f-^ 

0- ^/k 7x*tWf) , C 6 ., 4 7y-;KR 7x 

^ t i^i/, 7D^y, iso-rotf*^, n-7h* 
£/, iso^^b^i/, sec-yb^ri^, tert-7' h x 

*) % c 6M4 ry-;u^^ (flL 7x^y?) s c 

1- B wy^;i/ (Ws r-fefvK rntr* 
-;i^ f n-y^-y^. iso-rf-y/n?) „ c B . 14 ry— ^ 



tfx/I^^x, n-^yyl^fx, iso-7f-y/M-* x 

b^tf/l^x^, 4 y7h*^*;M*xA,, tert-y 
h^tf/Wtfx/uiso „ ^A^/Uk /No^'y (7 
s*. m*. J: 5*> . **y. r$y. =ey- 
xii^c l - 4 Tn^^rsy («. *f-/i/r$y, xf 
/1/7 s y , mv/VT$s, J yrntr/prsy. ^ 
/pr^y. ^^/wrsy. xX^TSy. S^ot 
/ur^y, ^yrotvur^y. y^/ursy 

r-fe^sK. hy7;u^nr-fe^$H, 70^x^7 

^>^>f !UT$S. N - C ! . 4 T/W^;W*/W<^^ ;P7 5 

^£>f )vr $ y , N-r n tr/iofr/PA^ ;pt ^ y , N->f y 
rntn^*^<t^ )vt 5 y , n-^/w^/wn'^^^t 

x)V7t*:4)V, N-rotr^/u^T^E^/P, N->fyr 

u t:;^/!^ 7r^;h N, N->Vf-;^x;^7 r ^ -f 
») > Ci.gT^^HM- («. ^f-^^, xf-;U^ 
^, 7nW3f, 4V7uV;Utt, n-y^fUJ-*, 

x;U7-fx;p >^;ux;i/7 *x/u, x^x;l^7 
^d^, 7"ne/UX/l^7>f x;U, y^/UX/V-y-f x/U 
«) . C l . 6 7H/^x;KM, ^^;Ux;^- 
xf-;^x;^x;l^, 7'ntr;Ux^x;i/ f ^;l-x 

6. »4t<ttHrv^U3. S^«ff^L<i41-2T 
[00 10] ±ie^-CO-R^C^Jt^»R 8 T^$ill» 

^Ttiv^c 6 - 14 rywus, «&££*L"Cwt:i>J: 

t J:v^C eM4 Ty-A«t»t6«»i: LTli> T;U 
^r/P. r/1^3^>-, r/W^^fv— TtVn^is, T!V*V 
7x^y, tKn^i/, Tfr*Wfitf 

x;u^^, ^yt,L<i4^r;^;PT5y > t;p^ 

i/, Aofy, xhn, S^ry, T^n^Sx^/^x 
T/Un^S^fctesS-S (O) p-R? K+> p 
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)V. ty^;k try$yx/k •f-yyyyu, 

-f s^yy*. hyrvy^-, -ry**ir/y/i'. -fv 

if * u^ofc LTli, Blitf. c,.,rA^f^. c,. 6 

IV. t)M*£4Mk* Wiry. Jf^V. T$y. 

-xii^Cj^rn^^rs^. -hn. i<-ry % y^ 

Vyisttis, 7*y*i', tHodfi^. T/Mr^/l' 

[0012] JLf££^k T>k*k VS^^Si: LX 

^oftftfflfcLTJi, Witfs -Xf-k;^**^, x^ 

iM&zmwztmzTi^/vmk lti±, c,.,t** 

xf-/k n-ratrt-, -fyrotr/k n-y?-;k -f 
yyf-/k sec-yf-;k tert-yf-;k ^y^-yk W 

itf^h^-x, xh*^, rD^dfx, -fyra^df 

y>*x, ■<V?h*i', sec-yh*x. tert- 
[00 1 33 *»9l*5fc*1lrrt:*>t>s fl:** C I] 25. 



ivMir/^tH (i) ■ ymwhnim 

CK.Gewald, E.Schinke and H.B^ttcher. Chen. Ber. , 
99. 94-100 (1966)3 fcftW xTyplEX^.-r;HS® 
#k^fcKJ5Stf2-T$y^*7*yf8g# (ii) 

Hp-fe, (r>*h) o*§£\ mm 
tB®yy*x^AoaqrF. xyyp&x^-r/HSSS 

h/ktk+MfeSSELT. - 

ar/^UTy^r/»isx^-f/H^*kL.^s ® 
jit*gs«o^qsrF. as****. «iifx*y-;m» 

MSLT2-y$yf-#7xk§t3S#: (ii) # 
^flSflS^ (ii) £&ffl^*S; CK--r 781*2.435. 
025#3 izm\ ih*^fl/>'-7Dyii'*if)H: 
»ns»T^SWfln# (iii) Zti^^zMB 

Wtfci- h 'J »> A^cOTfcBKkT^* y ^S^r k* ) tf>?R£ 
T. *«;l 0~7 0'C*Ki^LT. ^TKvK(iv) t 
U>:a. (iv) 2r^y 'J yKx^-f 

;KPPE) +. Jn^PSSS^T^xy [2, 3- 
b) eu^vnWHc (v) (v) £;sn 

J ?yikT7)V*t)i'W&WkW& (M. try^'y, hyx 

2syiS=5rv^« (0!L ^f-^*;^TSH. 
T-fehTS HfWTS F£S) *!; 1 0~ 1 0 0*CT'*> 
<l^LT. S (la) X^tlh 4. 7-y'tKo- 

4-^yf-xy C2, 3-b] tfy^*v-5-*;^* 
yKx^x^i^ft^^S. iRV^"C> (la) Sr 

o*;UA^WNoy>-fk^^bkS!®) 4>> B.a'-ry* 
b'x^fyy^oxh'j/KAi bn) $qtT. N-yo 

*3A?K>fSH (NBS) t$«;3 0~l OO-CTAK 
«XLT. -ffc-g^ CUb: ?rt#«.. ^^<7>fb^3 C II 
n Ji, Kfli^i CUbD frhr>%<r>ioi,zl,XWI£?h 

<0#fcT, *arS>- (05, R'"-H) kRjClcK^g 

£23U3r$&i%}g& (W. i/yf-;^;^rs K, s/^-f 
/ur-t ^ $ H*<?jy $ r-fe b x h y ;^tox h y 

/K x^y-/l^)T/U3-/l^l) +TRJi5§-«-*. R 
JEiSKJii^l 0~1 0 CCfO. 5~8^ra*KI^L. 
T . CHID ^«5Sr* . J3Ui(7)SBi^« 1 Sr 

[an 
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DNCCHjCOtir 
NH 4 OAc AcOH 



2)S IWEtj 
WW 



(i) 



(S) 



EtC I CO.Et 
CO t Et 



6 COiEt 



(I) 



KOH-EtOB 



£ C0,Et 





R 1 



Dl-K 1 Base 
2)HCl-EtOB 



Sr. R»\ RiBitfRMttHEftFWWfc*-*-*. R 

±er • t«sft. & t/p* A*±itE fc m 

Htf^W^fDfif (09, HM?. ttMFF. 




11 -HC1 



16 



M^tf/NO^MT (id*. A*. »*> . 

(Ms ^^yxyp*-^^^*) . r^;w 

y\t. y^m, man. mm. xom. #*u< autre 
as. 

[0014] C§8t;*8. 2 : *-)V ?i<.lV h 
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CK.Gewald, Chen. Ber., 98, 3571-3577 (1965);K.Gew 
aldand E.Schinke, Chen. Ber. . 99. 2712-2715 (196 
6)) <Ci>)^-C^«.5filRlS^)2-T5y'^7x 

>tm# (vo *jjeiGt#£i fcPWK=i/c. &mt> 

<r>*m ChM > y«fK,435 > 025-¥D fcftW xh^f^ 

i-uy^vym^-f-^tM^TmB^ntm (vi 

ASPO*lHfcT;l^i;&S&i:) OSRTF. ftl 0-6 

0"c-c«><»i/,LT. #ji4(>*(viii) 

(viii) &MUK?aiftKJC(=ftU i&^-tcJ: 0 

U Bewray y >mx.xT/p ( p pe ) «K tn&wm 

S*T. f-xy C2. 3-bJ e'Jx'VfgSft (ix) * 
»*. (ix) fc^o^fcT^l^/^slffci: 



■f-;W?/l>AT5F. ^-Xf-^T-fe FT 5 FS?<0T 5 F 
») ftl 0-1 0 0"CT*»<{^LT. 5$ ( la) 
X-7jk2tl&4, 7-^tFo-4-^yf-xy C2, 
3 - b 3 tr y W- 5 v&xxr^f^SttSrfll 

-ft 'J y- fvl^/UAT S F$> & V^iiN - > 
AT-'J F) . fuMt (N-7o*£ti:<K-f S F. 

St/ CHID frgjrrSdi: l2Lt<0gJt:fri£ 

2Sr C»2) tcifrf. 

[&2] 
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EtO C0,Et 
C0 8 Et 



(vi) 



£0,8' 



i C0 2 Et 



KOH-ElOH 



(V5) 





[00 1 53 CS!jt^ft3D4, 7-ytKo-4-^ 
df-Vf-xy C 2 . 3-b] t'J y>- 5 -*M^SX 

y^^TA-s-^A) £Jd;1#70~~8o , c-cj!KJ;3x 

U MTtmmfo (vb)S:#S. gt-fk-^l (vb) Sr^ny 
ffS&V^ (01 i^?7P*/l^T$ ->Vf-/PT 




R' 5 



[III] 

-fehTSK^(7)TSK3S) *«J10~-10 0X;-C*K 
J^LT. 3t (Ic) T"^$fl£4 . Ko-fi 
yC2, 3 - b D t'J IS 

m o~8ot;tj!K(±x,lt. 5<a*/i-$;i-i^fr£ 

f#t>*i*:f&I{*; (Id) Sr^fcl^S!^S.{2rS=5: 

;i^<Ox-f;l«) :5"J--¥-;H@6i:ftO~8 0 
•CTAKliA/LT. *tJS5-t&2»T;W3-/HS3?«c (I 
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Ea 



42 




[00 16J CWI£4)4. 7-y'tKD-4-^ 

yf-xyc2, 3-b] eyyy- s-^/wtf^Kx.* 
T-jvm&m i a- ) sr . h iibKmzm&mx.&$ 

fh7tb'D77>, X^X—f/K i^* 



/PSx^A (D I BAD =Sr4f > fcTS v3Sfc*>4>gat 
UcT/WSx^AT $ K^ttfcftl 0~1 0 0*CT**> 
<«XVC. 4, 7-^h h'o-4-**V^xy 

C 2 , 3 - b 3 ey 5 -iDVitswr s 
m%%mm (mm. fb^tKo??^ x^x- 

5~3 0#*><UXLT. (If) 

. UUb<^8J§S4 £ C»4 3 ic**. 
[»4l 
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(If) 

it. m%iR'-C&Zti.&mz}iHl$;i<#-)Vi;Me>& 

[0017] C88K£534, 7-^bHo-5-hK 
o^^f-^f-x./ [2. 3-^WVV-A-*y 

fc»0— 1 0 0"C-ea»<HXLT. 4. 7-^bHof- 

(W» f h7t Fuyyy, xf-^x— r/i^cox-x 

«fltt«i:M0^1 0 0-CT*><<3XLT, *tje-rs5 
ffitSSi&Itt (Ih) SriS3S-r«». l£Uh*>ni£5» cat 

[S5] 



13) 
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ess*, x'tiiimte. zumiw*. niiK?xtt 

±fBX , T«S*i.l>BtfI£i:LT<i. 0!l;ilf:£83W 

(xsm, urn. mmm) . r^/K/w^ (M. r 

[00 18] CSJi^6]4, 7-ytKD-5-*^ 
S^fiy (2, 3-b} e'JyV-4-*^f*(I 

>^OX-f/H, f 'J ) m%%*7 < y x -f t (Wit 
tig)eE3ii:*«j0— 1 0 0*C-C*K«4AUT. 4, 7-v 
tKo?-xyC2, 3-bD 

x^xxr^ox^-f/pjg. fh7bFD77y, 
X^X-f-/!/, ^f^/l'ATS K^x-fvHS 

$51 0-1 0 0-CT*KfckCtT. *ti£-f £ 5&g8&|§ 
SStt (Ik) fcLb*)SiiS;6* C*6D ISM". 

[&6] 
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(Ik) 

ibr< t^s tu mza ft* *^-j?-;h^kos&* 
•f. 

[0 0 19] CIUItt7)4. 7-*AHD-4-« 

if) «K H (flL it§^0*S«S&> ASV^±7^*U* 
if) fcflnif. »1 0-1 0 0"CfcT)&»<liA,L»l*# 

W«itaa:s*v«a«rJWI(«, x'7xx/ux-t 

if) + > l*J5 0-2 0 0-CrjDS»LT. nmhnsm 
WWMln) JjU:tf>8g&7£ CSC7D IZ* 

•f. 

[»7] 
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[0020] Cl?Jt£8D4, 7-ytKD-4-^ 

vfxy C2, 3-b] ey^*>*ww*E(ip)t, 

>f(OX-f;HI. xf-A/TVUn— ;H££)T/l-n— /MS 
&if) m&frhmi ( 2-1 O^fi) cm 

as ww# 7i-mj58, 3-*h*>- 

BPSrk*) SrHnt. ^iStetf* («itf. TJVzfytfx) 
mffiT- aS&ttttt ( Hit* -r h7^X ( h !)7sS* 
*X7-f v) ^^A^rifwc^y^A^Krif) £ 
jnir, o~-i o ox;cT»4h&»&R»*Hia»<^ 
^wntMrtttfawt-fiBW* (is) SrSBi 

[»8] 



(16) 
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£h 2 . 



[00 21] CWm&9l 2e07jt^;K7)E 
ffigOHA fc-ov vc jR*. 4 , 7-yh Ho— 2— (4 

-rsy7i-*) C2, 3-to 



0— 8 0-CTO. 5~2^S*K^L. BW§m# 
( I r) SrS?si^--&. UJtORJS<7>IlS9£ CSc9) fc 

[&9] 




[0022] CSSiiSlOD 2ffi«7iz;w: 

V^T^-T. 4, Fn-2- (4-75771- 

/u) C2, 3-bD ty^viw* 

Hn75>. tzmms-th. ztitzimM. 



(Ir) 

xs|f4fHk^*) ttO-8 0XTC6 

— 24««Ba»<«,t.u iwis®* (is) 

& . UUico»B^Ig 1 0 $• Cft 1 0 D ic^-f . 
[*10] 
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R S6 vA/R 31 
0 R ,s 



(Id) 




[00233 (SiiailK;!:. 2&C07jl-MZ 
Mm* tlX V \£ T 5 y&^ffiH£ST3$A-t 
UTit. 4, 7-y'tPn-2-(4-75/7i- 

;u) C2. 3-b] euy>ti«c 

(Iq)fc, R0t^SSr&(3'§5rV^a : 5rjf«E (eu 

hHo77y, xf-zux-^/K ^tf^-fy) izmmz 

s. #®**>tf i mmfr^mioi&m man. m& 
MJxf-^rsy) S-Unt. fto-sox:-?** 
«i/,U (It) SrfcS. #4hJt:^ft$-^ 



CIs) 

*. rite i mta. m#i v 

/U) SrJnx. *!70— 8 0X:T1 2— 3 6^*><(±A-f 
Sfc. (It) «2tt«R« 1 -CO-NH-*!R 

r-thy) . r;i^* 'JJd**» (Piitf. 

/h&S"J<7) 1 N*g?ft^ M) A . 5 N*!tfk# D £ 

So*.. aa?0.5~6«MMWW*> LT, 

* ( I u) ZWkth* J2UK0KJEES1 1 * mi 

mi i3 
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(Iq) 



(It) 



1)R"X 



2>S0*#&? 




(Iu) 



CKiiifei 2D zztz. *ititeftinUfcffl«*iai 

C?S&IU *»T. IS (PH. sib** 
if * o Z k fc «fc 0 . fc^tfffiftS *ifcfc***«t*- 

Sni. ^iST'6~24^faSif-tS;fc(=<J:0, *KS 
i/ug-fr - c ( o h ) h -£CSBfrri> 

i.. ^mvis^jsmtizbizxr). -C (O 



[00 24] ZCOi o iZLZ'&^ti&^miCOfcSm 

tSlL H<ffc*5RSL KK« 'Jvl&fc*) tot. 
&6U«r«K (flL <m PSL h 'J 7/M-olHfc. 

M. 3>»^BL yvrfl* x?yx>i>*y®. Ky-ay 

xwmmscm. hv^tur^y. mjx^ts 

rsv. n , n '-yxy y>xf i/ y y r i y^t' ) t 
C 1 3 Xti-f-OlSJi. fllttffftSHu 

zoMswM&mz * osm. mmti z 
t&x-%&. *>< Lx^wmnL^a c i d asastttr 
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k^TS*. 

[0025] *»HB«0£^ftH±, SEftTffi^G n RH 

JMaiftft <W;ttf . tK 1>7K ^v. O. 
*3> fyh.-VQX*}!) iCH^X. GnR 

ftp?) . *&MB*£. ^S(^B8£. .1* 

&tt<98MBf3i&S<J k LTttJBi-* £ k & . 

oMt-^Htt. *<r>vm@&>v wym&ZHm lx . 

titxxbn*y#Jk(*;l1-££ki*$-Cfc&. 

IKUWfcJtl/Ctt. >f*X7rS K(Ifosfamde). U 
TF N TKUT-7-<^y(Adriaiiycin) N *WO"?4 i'V 
(Peplonycin) „ ^XTv^V (Cisplatin)^rftfXt^)K 

fc. ?U££ttl/m. ^07*^.7x5 F(Cyclophos 
pamide). 5-FU, U FT, ^ hUHr— h (Methotre 
xateh 7 yy(Adriamycin). ^4 y 
yCWitonycin Q. "74 h^tV hoy (Mitoxantrone) 

nL, as. ma. nr^m. mm. wmtim 



ttnt trans** »Krt. at. ftflfl* 

Sit*. ST&. ^?o#rfc;i^ot&8ci!OT 
ktr. ST. jrFSAtfttrtrtfciffciM-LTfcJ: 
-BS+«i, ; 8t««W>*». ft 

^•3^0. 1-3 0mg„ #£L<li¥)0. l~3mgT 
J>0. MC^L<l±0.1~lmgt-J> l 9. ClfL^Ji 
« 1 H 1 - 4 Hte#»tra*-t & . L < J±*M5)- 

4.^1 kgfm^0*t;0. 0 1~5mg. ff^U<<i 
[0026] UB2g^W£if£Sft£,ffl#i: UTtt. SS 

^e>ti. <m®9miz}iv&fmm. mm. &&w. m 
m\ ; mamz&ifiitm* mmmm. mmmi 
*mwi. mm. mmimztztLx&isztih. * 
ti'&giizja ct , mm. tmim. me&L wm* 
k'vwjmtmzm^zzti>x'Z&. ±esu^i<?># 
mzemtLxn. mu&m. &m. D-^y-v- 

n-x, fc Ho^fj/roe/M f-;Hr;WD— x. *f 'J 

rat, Mxifisstffl*. r/ka-^, rotrw^ua 

Wfeit*. iJe^JSIii^OiWi^k LTIi. «itf 
^yxf i/y/'j3-/k roei/y/'j3-/i' > d- 

y. #fflH"M>'>^.. ^xyK-^VU^A/ft-jipW^. 
#t6. ±IE^j&ftSiJ<7)igT®5rgi!Ik LTIi, flitf Xf7 

■tyy.tt HffifflffiSim ; Mtitt y fc'r./PT;U3- 



(21) 
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6. ±%Mffi%lcr>im%Wt L-Tli. 'J 

ii*. w&ftMows&wt ixu. mtuiyitArT 
)V3->v%zwmfbixh. ±gmm\c?>tm%MkL 
■cut. «ia>t9**«>«*«»x^^A«. ?ooy 
?y-/k ^^^7^3-^, 7x^-f-/wr/W3- 

/k -ft Ko»S. y;Ub*>-SKri:Wfffe^. ±12 
[ 0 0 2 7 J *J68<0fl:*ttfc, HRfldH. flMFMU 

J»«cllF«Sii*lfl*. JWKW. «99Hfc3teU gas 
fctfTS*. ±EBKfl&nJ:bTtt, («L ft 

J8H (M. SSSB'J'ari: ) . £fl («. 

li*C)8Hi#t«fl (SI, "JM-f (Tween) 8 0 (Th 
^x^y-ttK. #B) . HOC 60 (Bft^S^X 

if) . ¥&fm (flL *fltf-MJ«>A. -7V^h-;K 
tfiX'ZZ. 

10 0 28) &ni5&Wf>ib?z,izi^ a#&*oo:fr& 

mm <«l mi. as. xxry&fc-) . mwm 
<sa. tv?>. #mj)Vis*rh?£)Z) . tt-^ai (00. 

* v # y h*--^en y H V . t K y/o bVH:;U 
o-^5rif) tfclitfriKJW (SI. W;^K 

^f'jxf 1/V/D3-;P 6000& 
if) ^t'^jfefraLTffiffi^L.. ifcwc^fcj:'?. Bfc 



b h-n^f^f-zW-b/Pa-x, bKodfv-7*o 

— V 80. 7A>UZ.«/? F 6 8. -fe/Ua— XT-t 
h??!/— K b Kn*^TabVMf-;M:7t-n- 

Zbtf&tU\ 

[0029] n-mrnb -r zizu. afc&sao^tft 
mvt<»n-miSL j mb-r&z.btfX'$&. tibtis. ±ie 
nit. h&wamm w. rva-A,* 

fvrv, 8^fa-fe/l-o-x=5:i: ) . JSfiffl (S5, 

if) %b'%ma. m&LXl$iVlc>MjSmbi-Z>. ±sm 
ftcohcob LTJi. ^il^S^IO^•^:{5^:^^:ll«T. » 

^. ztihi±^-mi>. phhh^j(m. fts. yy 

(01 ^•7^^3?,§.#Kx>?.t;HS. ?dd^/- 

KbtimMb-tzizn, sft'j&soimizmw 

vt&z^im#<mMb'r2>zbwx'is&. urnm* 
izm^zimmabLxu. mtif&mximmwv*: 
y H CSI. ->>fxrv/t« (^ -hv>f hy 

-^/HUg. hM^V) ^k'D . 4>®JlgE61S CS«. S^'J 

t'D . ft*vi{iffi%ji (SI. a-7}4. ±S?4. ISHii^r 

{f^yxf-i^y^ya-;^ roti/y/ija-zk 

mm. b^-;pa^«s. r^y;i«s^*^i:'^f 

[0030] 

chjssj] jaTtc##w. nsfisj. asisij^^fT. * 

KS3<X*t><0Ttt=S:V\ 1 H-NMRX's? h/Kif^SS 
3&b LXt h 7* *lVis=7 yifflV^TAiJ TVGEMINI 

200 ( 2 0 0MH z ) S^.^ WkX-?-. B^-? 

( JEOL) LAMM)A300 (300MHz) S^.^ 
y-^-J>SV%{iy^-yXf AM 500 ( 50 0MHz ) M 

6. 
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s: yy/I/7h, d: ^7WK t: hV7Uvh 9 d 
t : rr^h UrW h , a : 7;H-ri/7h, br : fl£ 

[OO31]##09l 

xf^xxf/^iii : $"7VftSxf-/M6 . 1 g, 5 
OnuBDlh SUt(l-6 1g. 50mmolh hUX-f/WTSV 
(3.5ml, 2 5nmolh 5 P ( 1 Oml) 

hT^ft K( 5 0%yxf ;P7^ U-hM; 12.0 
5g, 5 0»l)*2 0*Ha"C*TFLfc. 45^9^ 

x^tm Lti . aai?ssr^*ra^ Lias (Mgso 4 ) 

?D7h/77>f -TSS U x— r/Wv* ^va* b 

mp 1 24. 5-1 25. 5«C CfcfNS; 123-12 
4<C). 

COD HOK) N(» 
: 63.13 ; 5.30 ; 5.66 
H»fit : 62.99 ; 5.05 ; 5.63 

^H-NMR (200MHz, CDC1 3 ) $: 1.37 (3H. t, J=7.1Hz), 
4.30 (2H, d, J=7.1Hz),5.97 (2H, br). 7.17-7.46 (6 
H, m). 

IR (KBr): 3448, 3320. 1667, 1590, 1549 cm"*. 
[00 3 2] ##fll2 

2-TSy-4-^^/W-5-(4-^ h^y7x-/W 
f-*7 x 3 -^^^^KX^XXf^tSi : 4 
-^b^^x-^TtHXl 6. 5g, O.lOmol), 
x7y»Kxf;Kl 2.2g, 0. IOboI). BMT^* 
X^A(1.55g, 20mmol), »K(4.6ml, 8 0mmo 
l)feJ:lP<V*><2 0irt)^»&ttfc> T4—>*9— 
?&mT&m-h*Z&Z*tft>. 2 4ttiattftSSEL 

gS0 4 )f& ***«ETfc«*Lfc. ff^^SSOX 
*y-M3 0rt>*iWc, BSI(3.2 1g, O.lOmol) 
fcyiW$y(l 0.4ml, 0. 1 OmoDSrinii. 5 
0-6 0 < CT2^ra^<^L^ Rffiffi£«»l/t 
t#^>ai>«$S:SKx^TftaSU^. 

1.5g, 4 0%)«#/i. 
mp 79-80*C. 



COO HC0 NOO Stt) 
fff-JJft : 61.83 ; 5.88 ; 4.81 ; 11.01 
&$H3 : 61.81 ; 5.75 ; 4.74 ; 10.82 
iH-NMR (200MHz, CDC1 3 ) d: 1.37 (3H, t, J=7.1Hz). 
2.28(3H, s), 3.83 <3H,s), 4.31 (2H, q, J=7.1Hz), 
6.05 (2H, brs). 6.91 (2H, d, J=3.8Hz). 7.27(2H, d, 
J=8.8Hz). 

IR (KBr) : 3426. 3328, 1651, 1586, 1550, 1505, 1485 
cnr 1 . 

FAB-MS m/z: 291 (M*) ♦ 
[0033] ##0«3 

2-T^-4-W-5-7x-W7x>'-3 
V&x^x*r^g^ : Mffl^teGBL 
fcjSrSkRaHcLT, 4-* h*x7xX/i/r* h><7) 
ftbOte^xX^T-tb^U 1.6g, 86.5mmol)£ 
fflV\ y7/ifS!xf;Kl0.5g, 8 6.5mmolh» 
jgr^ : ex^A(1.3 4g, 17.4mmolh SSK3.9 
6ml, 6 9.2mmol) % SEH(2.7 8g, 8 6.5mmol)i5 
jl1fiSx.+A>T$y{a.9 5ml, 8 6. 5mmol)*^ M 
£#tttS(9.0 5g, 4 0%>fc»fc. 
mp 64-65-C (x— r/l^^^i OS^fa, X 
KM; 9 5«C). 

C<» H«) N(» 
»*B : 64.34 ; 5.79 ; 5.36 
: 64.51 ; 5.77 ; 5.29 
iH-NMR (200MHz. CDC1 3 ) d: 1.37 (3H, t, J=7.1Hz), 
2.33 (3H, s), 4.32 (2H. q, J=7.1Hz), 6.09 <2H, b 
r), 7.24-7.42 (5H. m). 

IR (KBr) : 3388, 3278, 1665, 1584, 1549, 1481 c 
r». 

[0034] ###J4 
{3-Xh^r^;W#x;U-5- 
;u) -4-^f;Pf*7x>'-2- <M rs^**!" 

Jt<ffr&*&(l Og, 3 4.3mmol)Cxh^^>f-wra 
>K^xf-;PX^r/K7 . 4 5g, 34 . 5mmol)£2}D;L 
12 0W2BWB*<li/,U:. KJGBfrfeW 
ifStfceatcx-f^S-llDiT^Kt, SSx-fvt'T 
*v\ EKftU v±TttETtOMLJieiSft< 14.2 
g, 9 0X)fcftt, 
mp 122-123t. 

iH-^MR (200MHz, CDC1 3 ) $: 1.32 (3H, t, J=7.1Hz), 
1.38 (3H, t, J=7.2Hz),1.41 (3H. t, J=7.2Hz), 2.34 
(3H, s), 3.85 (3H, s), 4.25 (2H, q, J=7.1Hz), 4.38 

<2H, q, J=7.2Hz), 4.45 (2H, q, J=7.2Hz), 6.95 (2 
H, d, J=8.8Hz),7.31 (2H, d. J=8.8Hz), 8.22 (1H, d, 

J=13.4Hz), 12.74 (1H, d, J=13.1Hz).IR (KBr): 298 
4, 1720, 1707, 1688, 1653, 1599. 1518, 1499 cr» # 
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[00 35] ##«5 

arc,- 

mp 1 87-1 90°C . 
[0 0 36 3 ##0fl6 

(7.0g, 1 5.2mo\)(Oi;**V>(2 0mimmz^ 
6 0-7 ox:te*iJ**>< <±X,T. *B?fl:# 0^M5.O 
g, 7 5-7mol)OX^y-M3 0il)Jf«*lnife. 

RJ6*fc*J*T\ 2NffiK(4 0ml, 8 OmmoDSrJD^ 

fc*-x*y-/i,-ca»U SlWfcy vJtTW3TF«fc 
*L«fi»*(6. is. 9 3X)t»i, 
m P 184-187*C. 

iH-NMR (200MHz, DMSO-de) S: 1.24 (3H, t, J=7.1H 

z>, 1.28 (3H, t. J=7.2Hz), 2.30 <3H. s), 3.80 (3H, 
s), 4.15 (2H, q, J=7.1Hz), 4.24 (2H, q, J=7.2Hz), 
7.03 (2H, d, J=8.7Hz), 7.37 (2H, d, J=8.7Hz). 8.0 

8 (1H, d, J=13.6Hz) f 12.41 (1H, d, J=13.6Hz). 

IR (KBr): 3422, 2980, 1719, 1653. 1607, 1551, 1512 
cnr 1 * 

[0 0 37] ##«7 

4-tFD^x-2-(4-^Ky7x-;W>3-^ 
C 2 . 3 - b ) e U ^V- 5 -tf/PtfVlp: 
^/Pxxr/uogii : 1 2 0*CtwlnHfc&K^T, *U 
'jy^xxf^ (PPE) <9 0nl)te##«5'CftMl 
fcfl:^*<6.0g, 13.8moi)fc**fOlnifc. R 
a-C3 04fflW»<li>Uft l RJ6»***fc*«t. Six 

*(3.6 5g. 7 7%)Sr^.7C^^«ffflW>'7'^i: 

m P 1 62-1 63K:. 

Ctt) HOO N(» S(» 
Sfffe : 62.96 ; 4.99 ; 4.08 ; 9.34 
mm : 62.89 ; 5.04 ; 4.01 ; 9.34 
1H-NMR (200MHz> CDC1 3 ) d: 1.47 (3H, t, J=7.1Hz), 
2.63 (3H, s), 4.87 (3H, s). 4.49 (2H, q, J=7.1Hz), 
6.99 (2H, d, J=8.8Hz), 7.44 (2H, d, J=8.8Hz), 8.8 
4 (lH,s), 12.11 (1H, s). 

IR (KBr): 3434, 2992, 1692. 1601, 1582, 1535, 1504 
cm -1 „ 



FAR-hB m/z: 344 (MH + ), 
[0038] ###18 

4-t Kn^ri/- 2-7 x-;U- 3 -^f;>fxy 
C 2 . 3 - b ) try 5 -*;^yiXf;Px^f 

T\ mM5X^titzlt&tofrt>. KJtfittA (6 0 
%) 

mp 1 5 5-1 57"C. 
[00 39] ##«9 

4, 7-ytKo-7 - (2, 6-y'7Wa^y 

;u) - 2 - 7x-;H 3 -^f ;i/-4 -^Vf xy 

C2, 3-b) tfU^^-S-^/U^Sx^/Ux^-r 
/UCOSJt:##W8TS^*tfcft-&?4l (6 2.6 8g, 2 
0 Ommol ) O^fVl^/UATS K ( 2 0 0ml ) jgfttc 
^S^'J^A (27. 6g, 2 0 0nnDol) fcH^'fb&U^ 
i»(7.8 2g, 2 0 0bbo1) SrJni. l»PL**ffe 2, 
6-y7WoW^P'JH (34. 2g, 210mm 
ol ) as'X^/l^jk&rS K(5 OmDSJRSrjSTL^ 

*ffl*i^xf-;UT1*ait, aa}»t**r*T*« 

t ;on^A-x-f^^iefi LT 
«ft»«*(6 6.2«. 76%) 
mp 171-173*0. 

7C^«f€ C, 4 Hi9NG|bSF s £:UT 
C(» H«) NC0 

m&m : 65. 59 ; 4.36 ; 3.19 

mm : 65.52 ; 4.39 ; 3.06 
! H-NMR (300MHz. CDC1 3 ) d: 1.39 (3H, t, J=6.9Hz), 
2.68 (3H, s), 4.40 (2H, q. J=7.2Hz), 5.26 (2H, 
s), 7.00(2H, t, J=8.1Hz). 7.42(6H, ■), 8.39(1H. 
s). 

FAB-MS m/z: 440 (MH + L 
[0040] ##081 0 

4-tHO^-2»(4-xhD7i-;W-3--Xf 

wxy c 2 . 3 - b ) try 5 -ij)V-#>wx.+ 

g, 1 2.0wl)^«nKiat(l OiDC *»TW 
^hU^(1.27g, 1 5.0»l)OWXEHStt(5a 
OfciTFLfc. PlfflJKtSOiMSlStfF LfclSL RJS?8£* 

^*T^ b$a» ( HgS04 ) JW«riSETfc«*Lfe 

feS H H H (1.7 5g, 4 1%)^, 
m P 260-26 1*C. 
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CO) H«> Ntt) 
ttfltflt : 56.98 ; 3.94 ; 7.82 
: 56.66 ; 3.91 ; 7.86 
! H-NMR (200MHz, CDC1 3 ) d: 1.49 (3H, t, J=7.1Hz), 
2.70 (3H, s). 4.51 (2H, q, J=7.1Hz), 7.70 (2H, d, 
J=8.8Hz), 8.34 (2H, d, J=8.8Hz). 8.89 (lH.s), 12. 
27 (1H, s). 

IR (KBr): 3002, 1692, 1605, 1514, 1350, 1290 cnr*. 
FAB-MS n/z: 358 (MH*h 
[0041] 1 

4. Kn-7- (2, 6-y7Wo^j; 

/W -2- (4-zbD7x^) -3-^/1—4- 

**yf-xyc2, 3-b)e»j5;y-5-*^*>« 
»tc. mm i o mea L^^xif esa ( 1.7 s«, 

mp 260-26 IX:. 

7C*#tfT« C a4 B[i 8 K,0 8 SF 2 -0.S5 8 0i:lx-C 

COO HOO N(» 
ffHHB : 58.41 ; 3.88; 5.68 
mm : 58.54 ; 3.55; 5.56 
iH-NMR (200MHz, CDC1 3 ) 1.49 (3H, t, J=7.1Hz), 
2.70 (3H, s). 4.51 (2H. q, J=7.1Hz), 7.70 (2H, d. 
J=8.8Hz), 8.34 (2H, d, J=8.8Hz), 8.89 (lH,s), 12. 
27 (1H, s). 

IR (KBr): 3002, 1692. 1605, 1514, 1350, 1290 car K 
FAB-MS m/z: 358 (MH + ) • 
[0042] 1 2 

3- yo^f^-4, 7-y't Ko-7- (2, 6- 
IsVlV^wOislV) -2 - (4-^hD7x-/l/) - 

4- ;t*v^xyc2, 3-bD tryyy-5-*n^# 
^kx^xxx/w^^i : mm 1 1 

ft (0.3 5s, 0.7 5 5mmol) . N-/D^^li<i 
•<$K(0.135g, 0.758mmolK ez,a'-T7* 
b'^^f yy^oxhiJ;K 1 3mg. O. 0 7 9mmol ) 
•ktfHSHfcflt* (5 ml) OI^I^ 2ttia2nfl£KL 

l/C*fc*tt«l ( 0. 2 7 2g, 6 6%) 
mp 200-2 6 11C. 

COD H«) Ntt) 
tW« : 51.17 ; 3.04 ; 4.97 
mi: 50.87 ; 3.09 ; 4.89 

iH-NMR (200MHz, CDC1 3 ) d\ 1.40 (3H, t, J=7.1Hz), 

3.86 (6H, s), 4.40 (2H, q, J«7.1Hz). 5.05 (2H, 

s), 5.16 (2H, s), 6.92-7.04 (4H. m), 7.23-7.28 

(1H, ■>; 7.34-7.43 (1H, m), 7.57 (2H, d, J=8.9Hz). 



8.46 (1H, s). 

IR (KBr): 2980. 1725, 1607, 1588, 1497 cr*. 
[0043] ##flll 3 

3- (N-^y^/P-N-^^T^y^^) -4, 

7-yhb'n-7-(2, 6-Vy)V^u^y^}V) - 

2- (4--hD7x-;H -4-^Vfx/ C2, 
3 - b D f y 5 -^;^ySxwxxf/« 
S^Sit : 2T^Mlfcft£* ( 0 . 2 4 5g, 

0. 4 5 2mmol) 0^^/U*/UA7$ K (5ml) Jgffi 

*»t, x^;p^>f yrofcr^rsv (o. 1 Om 

1, 0.7 i 7hdk>i) tu-^y-Jju^^r^y (80 

/zl, 0.732mmol) SrJnifc.^aT H*B¥fr<i± 
/lb*:f& ^E?ffi5:?iffiLT#^n-S^?S:PKx^;U 

>^77^-t^SLt,ifeW (0. 1 3 5g, 5 
3%) SrWfc, dco?4tt^cox^y-/K4ini ) mm 
*ftT. 1 0 Nx?y-;M£igK ( 0. 2ml ) £Jn 

«T % (0. 1 1 3s) fcBftttftfcLTttfc. 

mp 118-119*C. 

7C##*H8 QaHj^aOsS-HCl-O.gHjO^LT 
Ctt) HOO Ntt) 

mnm : 63.79 ; 5.64 ; 4.51 

£$H1 : 64.03 ; 5.44 ; 4.51 
^-NMR (200MHz, CDC1 3 ) TS^D <?: 1.40 

(3H, t, J=7.1Hz), 2.05UH, br),3.81 (3H, s), 3.86 
(3H, s), 3.87 (2H, s), 3.94 (2H, s), 4.40 (2H, q, 
J=7.1Hz),5.18 (2H, s), 6.80 (2H, d, J=8.8Hz), 6. 
91-6.99 (2H. m), 7. 20-7.42 (9H, m), 8.45 (1H. s). 
IR (KBr) CSRtt] : 3422, 2938, 1719, 1605, 1560, 
1545, 1502, 1460 enr^ 
[0044] ##fl&J14 

3- (N-^y^-N-^^;ur$yx^P) -4, 
7-ytHn-7- (2, 6-/7Wn^/» - 
2- (4-7^7x^) -4-^Vfxy C2, 

3 - b 3 e y s^y- 5 -^;i/-fy®xf/pxxf/HK 

&*)gjt: ##CT1 3T?#4>*lfcfc£» ( 1 2. lg, 2 
0.0mol)<OXf-;PT;U3-^ (4 0ml) 
Tlfcf»(4.4 7g, 8 0mmol)*irai. 7R^T«lL< 1 

»U K«(Na 2 S0 4 )^ ^«SffFfcSSLfc.*fc 

WRfi#hRA(11.0 4g. 9 6 %)£#*. 
mp 1 95-1 96^. 
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ceo hoo noo 

Bf-JWB : 67.00 ; 5.10 ; 7.32 

%Mt : 66.57 ; 5.15 ; 7.16 
iH-NMR (300MHz, CDC1 3 ) $ : 1.39 (3H. t, J=6.9Hz). 
2.11 (3H, s),3.65 (2H,s). 4.14 (2H, s) , 4.40 (2H, 
q. J=7.2Hz), 5.25 (2H, s), 6.73(2H. d,J=8.7Hz), 
6.70(2H, t, J=7.2Hz), 7.10-7.28(5H, n), 7.4K1H, 
n), 7.64(2H, d, J=8.7Hz).8.33 (1H, s). 
Mass m/z 574(MH)\ 
[0 0 4 53 ##0U 5 

3- (N-^y^A^N-^^TSy^^/U) -4. 7 
-ytb'n-7- (2, -2 
- ( 4 - HJ $77x-/W -4- 

**Vf-xyC2. 3-b} try^-S-tf/M^R 

(5.7 48. lO.Ommol) bhV^frT$> (5.5 
8ml, 4 0.0mmol) ^ao^^ (5 0ml) 
t. *#T&*MJ7/M-D»ge (2.83ml, 20.0 
mmol) SrJOi. ^STlB^JSBf Lfc. RJEfflSrfifiWS 

**rt*«*T*#U S&SKNa 2 S0 4 )^ ^^^BTF 

Stfe»5fc& (6.70g, 10 0X)*f*fc. 
mp 147-149'C. 

7c*#*w Ci4*tHa,sp.-i.«otUT 

COO HOO NOO 

ff-gffi : 59.38 ; 4.40 ; 6.11 

HfiHB : 59.72 ; 4.23 ; 6.24 
iH-NMR (300MHz, CDC1 8 ) $: 1.40 <3H, t, J=7.1Hz), 
2.15 (3H, s), 3.67 (2H, s),4.19(2H, s), 4.40(2H, 
q, J=7.1Hz), 5.28(2H, s). 7.02(2H, t, J=8.1Hz), 7. 
12-7.30 (5H. m). 7.43(1H. m), 7.67(2H, d, J=8.5H 



z), 7.90(2H, d p J=8.5Hz), 8.37 (1H, s). 
Mass m/z 669(MH) + . 
[0046] ##<?U 6 

3- ( N-^y i/'/l^N-^^UT 5 J*+)V) -4, 7 
-yhHD-7- (2, 6-^7/M-n^y^rtO -2 
- ( 4 - N U 7/k*n T-tr^/UT ^7x-;H -4- 

:t*Vf-xy C2. 3 -to (N-y* 

^-O-^Xf/H b K o^rifABcCOSJi : N , O-^ 
h + ^tKo^/l/rSvaWB (0.9 8g, 10.0m 
mol) <?)i!?UU*?>m&. ( 1 Oml) C^y/Qt 
/l/TSy (1.2 9g, lOmmol) £*#TSTLfc. b 
yy^T/^S^^A^^ymffi ( 1 5%. 4.82m 
1, 1 O.Ommol) SHjUtCiDi* SEtelWBWU 
##«ll 6T»6ftfcflS**i (0.9 
7g. 1.6mmol) cOi^^oa^^y ( lOmD^^ig 
TU *#THKl*!M^t#L*:. RJB***fc*»t* 

fc*ufc»S fc5Sl^-xrt>-x-7 L /kk DS£!m B 8 LT, 

«flB*(1.20g, 84%)^, 

iH-NMR (300MHz, CDC1 3 ) d\ 2.15 (3H, s). 3.35 (3H f 

s), 3.63 (2H, s), 3.73(2H, s), 4.15(2H, s), 5.20 
(2H, s), 7.00(1H, t), 7.12-7.30(5H, in), 7.42UH. 
m), 7.64(2H, d, J=8.7Hz), 7.72UH, s). 7.90(2H, d, 

J=8.4Hz). 

Mass m/z 685(MH)*. 

[0047] 7 
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m+£> rt b'a^AiSj S-co-N (och 
[0048] ##0H8 

3- (N-<yy;kN-^wsy^f;H -4. 7 
-ytHD-7- (2, 6-x7/U3j-0'<.>'>'VP) -5 

— f yy^UA—2- (4-4 yyf-y;wT5/7x- 

;W C2, 3-tO tyi?>JSBS 

OiSt : 7KEBUi4fc&tt (ft«f 1 ) 

MDRfcU ^<H3tf5»U:;^T'7x-/l^* 

^T>' ; E-'>A7'a5KSr^SDLT. iS^SS (100 
%) 

mp 1 9 2-1 97K:[tmm. 
[0049] ##0»1 9 

3- ( N-^y^*;L~N-^f-/UTS ^L-) -4.7 
-^tHo-7- (2, 6-5^7*^005^) -5 
-OV>f*-2- (4-T5y7x-/U) -4-*=* 

yfiy C2.3-bD ^o^ym^^mk -.m&r> 

mmZX-l&htllZHC&to ( 0 . O 7 g , O . l Onmol ) 
COM ? y-/K 5 il ) 5 NO*K-fc# U 

(0.5nl) ***T*TU SgKMiSTHSISIittfL 

*T*»U SSi (Na,S0 4 ) ft. SSESr^BETtSiU 
fc. ^£>furc«JSSr^'j*y;^9A^ovh^77-f 



-Tm.t67Wr^(0.0 6g, 100 

%) 

mp 1 26-1 28-C 

7C*»«fM C 3 .B,.K J 0,SFfcUC 
C(» HO) NCO 
tHWB : 69.93 ; 4.96 ; 6.80 
mm : 69.89 ; 4.84 ; 6.57. 
[00 50]##PJ20 

3- (N-Oi'VP-N-^^rSy^^*) -4, 7 
-ybKo-7- (2, 6-y7WDKy») -5 
-<y/>f;W-2- (4-/^^71-^) -4-* 

* y fi/ C 2 , 3 - b D t: y ^yJg&SoiSBg : 
091 7 (ft^!i#^3 ) T*6*i.ft4fc£*fc»JRi: L 

t . ##0g 1 8 izssm<7>um t mmoxmiz io.wh 

[OO5 1]##0IJ2 1 

3- (N-^^'A-N-^WS^f^) -4, 7 
-^tHD-7- (2, 6-5/7 A-sToO^) -5 
— <y7*f-U*-2- (4->h^i/7i-;H -4- 

jwvtx/ c 2 . 3 - b ) try vvmw&oWk # 

#091 7 (4te«*# 3) T»^*4k-ft*ftffl[||tL 
T, ##fRIl 9tS«^*ffikl«l«<0*aciO, SIB 

[0 0 52] #5*tflj2 2 

4- t KDify-2- (4-y b^^7i-/H -3- 
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xf-^xxr;PogJi : ##W7T1#'i>*U>fl:-&!f!8£Ig 

fit ix. mmi 2izimttz*mi:mm<oimx'. 

[0 0 53] ###J2 3 

4-tHDdf-^-2- (4-y h^fv7i-;U) -3- 

(N-^y^-N-^-f-^rsy^f-zi-) fx/ 

C 2 , 3 - b ) f U i^y- 5 -gf&x^/Ux.x^/K^gg 
it : ##8I2 2"C#^ix*'fl:^!lSr®^i: LT\ ##ffl 
1 3fcl£SL^Stl5|@^^X\ HfEfHt^S-l? 

[0 0 54} ##0924 

4, 7-y't Hn-7- (2, 6-^*7;^a^.>-^ 
AO -2- (4-^h^7x^) -3- (N-^y 
S^-N-.Xf-/k7$y.Xf AO fl/ C2, 3-bD 
t U i?>- 5 -»S?xf-Ax.A-f A-OSg)i : ##09 2 3 
T&^ftMt^HsSrlimfc ##099Ci3»L*::fr 

[0 0 5 5] ##092 5 

4. 7-y*tKn-7- (2, 6-y7WD\yy 
AO -2- (4-t Ha3fs/-7x.=.A0 - 5 — "CyyM 

a— 3- (N-'vyyvP-N-^A-rsy^f ao - 
4-**Vf-X/C2, 3-b: eu^'y^soi? 
Ji : 3 SSOJ&ffcTA- S A i: X +)Vi?X)V7 -f K£ 

•^tfy*^p;M^y«^nc*^T> ##092or#£> 

:h.Stt^<0v?oA^*y^£irF-*l>. gffiTl 
y*;?oA-y?y£§*-f&. &£>*i.&&}S8F.£»8x-?- 

Aritoau ttMtt**ti*Tt^Lttti («gso 4 ) 

»*. 

[0 0 563 ##{5!I2 6 

4. 7-yhKa-7- (2, 6-v r 7;W^o<y> ; 
AO -2- (4-bFoJfy7i-;W -5— <V7+ 
DA— 3- (N-'Cy^A'-N-.Xf-A'TS/.rtf-AO 



-4-^Vf-xy C2, 3-bD f yx'yssysots 
3t : ##fll 2 1 T#fc*i.*fls*W*KWi: L*C , ##09 . 
2 5 OMR UWHfei: P^^TWEOfc**** 

[0057] 'MNtni 

3- CN-*f-A-N- (N-^f-A^fyK-A—3-' f 
Ao<?-A0 75^^-4.7-^ Ho- 7- (2, 
6 - ^7/M-o<y >?a< ) - 5 - W y 7* u A— 2 - 

(4--f yyf-D/ur sy7x-;w) -4-tf^y^x 
y C2,3-b] eyyyttttB«)Hft:##fli it 
»feftfcft^*t##« 1 6 1 fcHtwxfrilrC5 - 

(N-^f-A— O-.*f-A0 tKn^AKkU Zti 
£##091 8k»KO*a-C5->f vr+VMkkL* 
ifl&##W14fc^«<0^j£T2fi[«04-xhO7x 
x/l^-TSy^xXA-fcU .Ift£:##09l 5 til 

£•##09 i 2 1 mm<7>i7mT3Vi.cr)j< wti&Lxm 

mLt: 3-^^^-4,7-^^0-7- (2.6 
-Vyff^w^WjV) -5— 4 (4 
— -f yyf- y/prsyyi-^) -4-^yfxy 

C2,3-b] e'Jy^IW ##091 5fcE«U!: 

*&fc[a|«^^rft-c. N-^yy'A-y^A-rsycoffcfo 
9te3-N-.X*A-7$/.Xf-A'- N'-^fW^H 
-A-£ffll\ atfe*Sfi£#*: (70%). 
rap 1 7 0-1 7 2*C • 

7G*£*rtt CoH, 0 H,0,SF,-HC1.1.5H,OtUT 
C(» H(X> N«) 

gf-ffffl : 63.36 ; 5.85 ; 7.39 

mm. : 63.38 ; 5.72 ; 7.55. 
[0058] 1*36092 

u&kmmoxmv. c*2 3 & ±v ci§3 3 ts^rfli 

[|£2] 
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0 




R 3 



Sttff2 


R 1 


R« 


R 8 


R 4 JRi? 


CC) 


i 




4— fvrfM* 




43* 


135-137 








2, 6-vWDiy?* 


















2 


K-M-N- 






66* 


139-141 








2, 6-?7**o^y>'»' 








7i/>ffr 










3 








50* 










2, W>*iwm 








7;/>f* 










4 




4-WW 




53* 


240-242 






7U7*-* 


2, 6-77**iwy?)i' 


WW 


t&gt&) 














5 


N-WHi- 


4-f/W* 




60* 


243-245 




(2-tWfft) 


7?/7x-* 


2, e-sWow?* 



















[i*3] 
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0 


^R 4 






R 2 ^ 






I\ 


R 2 


R 3 




(°C) 


R 
D 


li r t tr l» 






15X 


181-183 






f \/ f x— 


2. fi-^MnWiW 








/ % / / Tlr 










7 
f 








70% 


239-241 






7 ; J1tZ.Hi 




WVi* 
















5 


ti-m-tf - 


4-WfW 




63X 


156-158 
















ivm 










9 




4-477*!)* 




33J5 


164-166 




(2. e-f'-hnty?*) 7i/7i^* 




477fW 
















10 




4-WM 




16X 


184-186 




7H77t-9AW 


7U7i^* 




mm 





coo5 9] mms 

3- (N-'O-^/W-N-^^/PTS/^^) -4. 7 
-ytHD-7- (2, 6-x77^0'<y>''^) -5 
~* >VA )U-2- (4-h'J yjUXuT^+frT 5 J 

?jL-)i<) [2, 3-b3"trys>3< 

OSJt 6T#^Jtft^ft (0. 1 3 7g, 

0. 2nu»l) <r) ! J9nu*?y ( lml)-T>*5t h*07 
7^ ( 2ml) ^SSSr^x-^V^^A^a^W 
H^-f 1 Kn^y&fS ( 1M, 1.0ml. 1.0mm 
ol) fcfcfcTWFU 3B=W*rC5*mWPtfe. R 
jEiSK 1 NSit* ( 1ml ) Srflni . 1 N*8-ffc# 'J 

T:£ig*-Cifcf£U S£«(Na 2 S0 4 )^ ggfrttET&* 

tt*B*(0.12g, 8 6%) 
mp 1 33-1 3 5X;. 



7CS*t#*Tflt C,,Hi,H > 0,SF s -l.aaOtbT 

CC0 H(K) N00 
tfJUfi : 63.41 ; 4.20 ; 5.84 
gSfflffi : 63.71 ; 4.20 ; 5.95 
■H-NMR (300MHz. CDC1 3 ) $ : 2. 12 (3H, s). 3.61 (2H, 
s), 4.13(2H, s), 5.30(2H, s), 7.02(2H, t, J=8.3H 
z>, 7.15-7.25(5H, ■). 7.37-7. 46(3H, m). 7.54(1H. 
m). 7.67(2H. d, J=8.9Hz), 7.89(2H, d. J=8.9Hz), 7. 
93(2H. d. J=12.0Hz). 7.95(1H. s). 
Mass m/z 702 (MH)* . 
[0060]£USW4 

##fi»ll9T#*>zX^t;-^SS:fflVv HttM3tCCttL 
fc*«i:BaK>*8rr. C^4 3 fci^ C^5D fci^rr 

[^4 ] 
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i 





R l 




R» 


R 4 














OC) 


1 








4-mi' 90X 


151-153 








2, 6-?7**W7?* 




(«WK) 


2 








99% 


177-179 




K/Mlittftlf 




2, 6-^7ftimy?* 






% 

0 








75X 


170-172 








2. 6-?7*f-W?* 


4-/fJWw > /{Ji> 












S6X 


179-181 








2, 6-?7Woty?* 




(%&&) 










9955 


175-177 




AV>>*7*/*ftf 




2, 6-77)Wo'C7?k 




c_nt&) 


5 




4 1 //IV* 






169-171 








2, 6-?7ftioty?i> 




OHMS) 


7 




4-wm 




99X 


173-175 




*vm\?m 




2. 6-5Ww>W 


2-/f-*J"Gtf<* 




8 




4-<fy7W 




98X 


170-172 






7i/7i^lr 


2. B-OTttwOW 






9 








98X 


168-170 






7</7i-» 


2. 6-?7*tnty?JV 


2.5-2m3"C*/4* 


CttttttO 


10 








84X 


170-172 






7;/7iiiv 


2, 6-y7*tuv?ft 







(31) 



697 66 






R» 


R l 


R 3 


R 4 




(°C) 


11 


N-m-N- 


4-4V7f«» 




3. 


85K 


173-175 






7?/7x;» 


2. 6-5>7**tWi>A 








12 


n-m-n- 


4-WW 






99X 


173-174 






7$/7x-* 


2, 6-?7Wdvs» 






13 


H-m-n- 


4-7Df*z* 






45X 


220-224 






7i/7x-* 


2, 6-?7«iKy» 








14 


N-^fJV-N- 


4-7*Dfti* 






5 IX 


220-224 






7U7x-* 


2. 6-?7JMn*y;>» 








15 




4-7"ce*-» 






55X 


212-217 






7^7*-* 


2, 6-?7A*iwy5W 






mmm 


16 


N-/fJV-N- 


4-i?yx**y 




65X 


177-182 




*C5>*7i//f* 


7iF7z-* 


2. 6-77»f d>c5>* 








17 




4-7nE*i» 






48X 


233-237 






7;/7ii* 


2. 6-77*fiwy* 


7oMz* 






18 




4-7Dft^(l. 






49X 


228-233 






7;/7i-* 


2. 6-?7JHw» 


7H* 






19 


N-W-N- 


4-7ofc'tzfl. 




4, 4-if W 


66X 


210-215 






7i;7i-* 


2, 6-V71HW9* 


WW!* 






20 


FWfA-N- 








72X 


229-231 




>vmvm 


75/7xi* 


2, 6-?7»tD^>'» 


2-77-f* 




HUH*] 



[0061 3 

3- (N— *Va^-N-.X-f-*TS>'.Xf7W -4. 7 
-yhHo-7- (2, 6-^'7;L-^-a<y^;l-) -5 

7x-W-4-**yfxy C2, 3-b) t'JvV 
SKJg^ies : 1 9 (0.30 

g, 0. 5 Ommol ) OBI® ( 1 Oml ) f-zPt'^l' 
^bV(0.14g. 2. Ommol) S-M&TiD*.*:. 13 
iaSTl 8BffiHf#Lfctt. raiBfBSr* ( 1 Oml) fc? 
nn*/PA ( 1 Oml) fc(C#ffiU *Hi£C;on* 



£8(Na 2 S0 4 )& ; JSBES-itETCSiL*:. 
67^7 7^ (0.24g. 71X)«W:.}Ktft 
mp 1 6 5-1 6 8*C CJSKSD 



(32) 
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7C«#*Tfil C IQ ft,H 1 0bSCl I P.-L0ftOi:l/ , C 

COO H«) N(» 
ffj-JWia : 62.66 ; 5.13 ; 5.48 
gftfig : 64.31 ; 5.09 ; 5.15 
iH-NMR (200MHz, CDC1 3 ) &: 2.16 (3H. s), 2.17 (3H, 
s). 2.76 (2H, dd, J=7.2Hz), 3.63<2H, s) , 4.16 (2 
H, s), 4.29(2H, dd. J=7.2Hz). 5.3K2H. s) f 7.02(2 
H, t, J=8.1Hz), 7.15-7.25(5H, m), 7.37-7.47(3H, 
m), 7.54UH, m), 7.60(2H, d, J=8.4Hz). 7.86<2H, d. 

0 



J=8.4Hz), 7.97(1H, s) , 8.01(2H, d, J=8.4Hz).Mass m 
/z 676(MH) + . 

[0062] mme 




Mm 


R l 




R s 


R* 






i 




4-(3-*tw 


2. 6-^7*^0 




78X 


157-159 






f*)7;/7i-* 










2 




4-(2-tFn^ 


2. 6-?7Wd 




80% 


168-170 














mam 


3 




4-(2-tPn4> 


2.6-s>7**n 




100X 


152-154 






7Df*)7^/7xXA 










4 




4-(2-tW* 


2, 6-?7**p 




100% 


152-154 






7W7^7iZ* 










5 


N-W-N- 


4-(2-tFn*y 


2, 6-77MO 




83X 


168-170 






<fV7f*)7i/7x;J> 








mmm 



[0063j|©fe^l7 

3- (N-OzS;U-N-*+>l>T$S*+;l') ~4 , 7 
->-'t b'o-7- (2, 6-^7;^n^y^;l/) -5 
/u- 2- [4- (2-T-fc^t'~wy7x 
D - C2, 3-b)try^y^ 

®igOiai:##FU 9T1#^L^t^ft (O. 1 5g. 
O . 2 5mmol ) <D*& < 1 Oml) $§i£fc:WfK4 7 
/M 0 . 0 3 6g. 0.3 Ommol ) ^PS^Jffi ( 5ml ) 

i^<>-y , JT>'T'(rb>'> r N - ^> ;T >A (0.02 5g» 0. 
0 5mmol ) Olf®^?S ( 5ml ) £fln;L. #VvC*^;H: 
-/i^rby (0. 0 7g. 1 . 0 Ommol ) <Otm&%i ( 1 
Oral) £S5TU^ WFt£mz3 0#®m&Lt:. Km 
(5 0ml) ^DD^A (5 0ml) kfcl^B 



^77 4-Tf&KU SfeT^7r^ (0. 14 g, 8 

5%) »fi^.m&{ztev«iiRKfriiHLfe. 

mp 149-1 5 1«C C^l^D 

5c3*#*rffi ^oHa.N^SClPj-^BBaOiLT 

CO) HOO N(X) 
»WB : 64.90 ; 5.17 ; 3.78 
$mm : 64.62 ; 5.11 ; 3.80 
iH-NMR (200MHz, CDC1 3 ) 8.: 2.14 (3H, s), 2.41 (3H, 
s), 3.62<2H, s), 4.16(2H, s), 5.30(2H, s). 6.77(1 
H, d, J=16.2Hz), 7.01 (2H, t, J=S.lHz), 7.14-7.28(5 
H, m) t 7.36-7.47(3H, m), 7.55(1H, d, J=16.5Hz), 7. 
50-7.57(lH, m).7.60(2H, d, J=8.1Hz), 7.87-7.93(4H, 
m) i 7.96UH, s). 
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Mass m/z 659(MH)\ vW-Mt&faZKfeZitX . C*7)fc*fftA* 

[0 0 64] SU£{&J8 MBtUfc. . 

##«19"C»fell3t-fe*1WSV\ Wfc«7teB«Lfc [*7] 



0 




ntmt 


R 1 


R 


R s 


R* 




cc> 


i 










SIX 


137-139 








2. 6-3>7**oty?A 








2 


N-j»f/v-N- 


IKS' 






87* 


154-155 








2, 6-?7J»*o«Cv>* 








3 


N-M-N- 








74X 


148-150 




vnrutt* 




2, b-vmwn 








4 




trot* 






61% 


159-161 










\rl{* 






5 


N-m-N- 








m 


168-170 




fS/9ttUfft 




2. 6-?7»*o'0'?ft 






COUtiO 



[0 0 6 5] 

3- ( N-^y^'/P-N-^ W ^ /^f -4, 7 
-y'hHD-7- (2, 6 - ityjVXuKVisfV ) - 5 
-«.W4)V-2- C4- (N-xf;^-N-h';7;U 

[2. 3-b] ty^y^^: Wt«3T»feflfcfl: 
#fe(0.0 7 5g, 0. 1 Ommol) 0>V**)Vib1M*T 
SF (10Ml)ttKlcMfc»U9A (0.14g, 1.0 
OddidI) 2KX3^-fbxf-;K0.1 5 6g. 1. Ommol) 
fcMi&TiTFL*:. RiWeri8B«B«ffLfc«. ^5 
ft** (50ml) ^on^/PA (50ml) fcfc#ffi 

iy&rmr*T8»L. S9$(Na 2 so 4 )a. jwtjsffr 

/77^-t«8L, JtftT^/l^r* (0.0 4*, 5 
5%) *#fc. 

iH-NMR (200MHz, CDC1 3 ) d ': 1.23(3H, t, J=7.2Hz), 
2.12 (3H, s), 3.62(2H,s). 3.83(2H, q. J=7.2Hz), 4. 
16 (2H, s), 5.3K2H, s), 7.03(2H, t, J=7.8Hz), 7.1 



2- 7.32(7H, m), 7. 37-7. 47 (3H, m), 7.55UH, a), 7.89 
(2H, d, J=7.8Hz), 7.96(3H, m). 

Hass m/z 730(MH) + . 
[0066] XttHl 0 

3- (N-^y>VP-N-^?^T$y^f7U) -4. 7 
-yhb'o-7- (2, 6-^7;^o^v^) -5 
-^yV>f;W-2- (4-xf;k7i/7x-/l/) -4 
-^yfx/[2, 3-bD eys/yflBMlaHt: 
«lffl9T»fc*lfcfc£W (0.04g, 0.55mmol) 

to*9J-fo ( 1 Oml) m&sz. *»T5N*Kfl:*y 
*A (0.5ml) STFLfc. »TlB*|fflBfLfctt. 
SU5?8£* (5 0ml) i?PD*U (5 0ml) tiiZ» 
EL. *Wafc^Dn*;l,Ar«iaLfc. ttffiSlSr 
*fc*T«W*T*»L. 8£»(Na 2 S0 4 )^ i8»E£*flE 
TfcSSLfc. f#^S$^X^^7A^D7 

h^57 4— TfUBL. 167^7 7^ ( 0.04g, 
10 0%) *ra.^£«ViSI)«£IHLfc. 
mp 1 66-1 68X: 



(34) 
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7C*#*HS C,,H s ,H J 0 > SCl 1 P,-2.^0iUT 
COO Htt) NOO 

: 60.72 ; 5.36 ; 5.69 

: 60.68 ; 5.54 ; 5.48 
'H-NMR (200MHz, CDC1 3 ) 8: 1.29(3H, t. J=7.2Hz), 
2.10(3H. s),3.22(2H, q,J=7.2Hz). 3.60(2H. s), 3.79 
(1H. b). 4.1K2H, s), 5.27(2H. s), 6.65(2H,d. J=8. 
4Hz). 6.99(2H, t, J=8.1Hz). 7. 14-7. 30 (5H, m), 7.35 
-7.45(3H, m), 7.52(1H, ■), 7.67(2H, d. J=8.4Hz), 
7.89<2H. d, J=7.8Hz), 7.92<1H. s). 



Mass m/z 702(MH)*. 

[0067] mmmi 1 

[*8] 




R R' 



0C) 



1 N-jffJV-N- xfft if* 91% 144-146 

2 N-/fA-N- -(CH*) 4 - 64X 154-156 

3 N->f*-N- tt* tt 56X 152-154 

4 'M-«*-M- Tof* tt 54X 154-156 

5 N-XtJ^-N- 7f» tt 53X 145-147 
Kfrffiltf* 2. 6-?7Moty?* *>W» f^Sffi 

6 N->t*-N- f/7>» tt 53X 157-159 

*mwm z,$-mtwm «o"/4» GiHfett' 



[0068] ISteCTl 2 

3- ( N -Oy/WN f /U7 S 7 > f /I' ) -4. 7 
-^tHD-7- (2, 6- : J7)U^QKy^)l') -5 
- (4-tFD^y^/^^) -2- 

•j/ursy^x^/k) -4-^yf-xy c 2, 3- 

(ffc^^-fl ) (0.648, 0. 89bbio1) ox?y 
-/> ( 3ml ) Mmiz^ *.#T 1 0M^-fk*^^r-i-tfX^ 
/-;PSSJR (2.0ml, 2 0mmol) SrSgTL*:. PliaS 



ffl*tx-^TI6ftfl:'Sf -ttHftT ^7 t * ( 0 . 6 
5g, 9 8%) 

mp 1 92-1 94*C CSKSJ 

7c*SHJrffi C, I1 H, 6 N,0«SC1P,-1.0B,0£1'T 
C(X) HOO NO) 
: 64.38 ; 5.13 ; 5.63 
$mm. : 64.33 ; 5.30 ; 5.57 
'H-NMR (200MHz, CDC1 3 ) 8: 1.13(6H. d, J=6.9Hz). 
2.59(3H, d, J=3.6Hz), 2.66(1H, m), 4.20-4.50(4H, 
m). 5.69(2H, s), 6.89(2H, d, J=5.7Hz), 7.20-7.29(7 



(35) 
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H, m), 7.40(2H, <3, J=8.4Hz), 7.55(1H, m). 7.77(2H, 
d, J=8.4Hz), 7.83(2H, d. J=9.0Hz), 8.57(1H, s), 1 

0.08(1H, s), 10.44(1H, s), 11.52(1H, brs). 

Mass m/z 692(MH)*. 
[0069] 3 

3- (N-^yy/P-N-^-f/UTS/^f-^) -4, 7 
-ybHD-7- (2, 6-y?WU'<yi;/H -5 

- )V) -2- (4— <fy7*f- 

y/UT5y7x-/P) c 2, 3- 

b D e u x'yigKJgogjt = HiftCT 1 2 t^f-u^Hr 

«8(0.15g, 0.20mmol)fc Mjxf-^TSV (0. 
0 5g. 0.5 0mmol) £#tf vy'aoy ?y}g?a ( lm 
1 ) *#T&S*BH£ ( 0. 0 5g, 0 . 5 Ommol ) itU 

u ^mm^m. mte®ETiz%3-Ltz, &t>ti 

(0.1 5g, 10 0%) ft8NCj:r)tttttt£II 
«Lfc. 

m P 1 67-1 6 9*C Cffi^B) . 
iH-NMR (200MHz, CDC1 3 ) d : 1.13(6H, d. J=6.9Hz), 
2.34(3H, s), 2.570H, d. J=4.2Hz), 2.66QH, m), 4. 
20-4.60(4H, m), 5.70(2H. s). 7. 21-7. 32 (7H, m). 7.4 
0(2H, d, J=9.0Hz), 7.58(1H. m), 7.82(2H, d, J=8.7H 
z), 7.94(2H, d, J=8.4Hz). 8.67(1H, s), 10.08(1H, 
s), 11.18(1H. brs). 
Mass m/z 734 W. 
[0070] HSgtBJ 1 4 

3- (N-^yx/l-N-y-?-/PT$yyf-/W -4. 7 
-y't Fo-7- (2, S-y^/^DOy/l-) -5 

- (2-hFDJfj/-fy/t*) -2- (4--fyy-f 
U^7S/7i-;H -4-^y^-X/ C2. 3- 

b D tr »J ^VflffiRfcOSEtt : 1 8 T»4>*ut 

Of. 1 5mmol) £0y;?y-/M3 0ml) jg?8 
*#T*#&ttfc 3 h V VM. ( 0 . 2 Og. 5 . 
4mmol) Hat. F»*TH«8IHWLfc. 
WSW*CJ>tt. >^U>-7D9-f H (500ml) Ttt 

#5A:?cr?h^57.r--CfitiSU tiJISBMc (0. 
6 6g) *#fc. r ft £ X y y -/U - x-x;k&> 4>B£ 
ftLT. HfelSrfB (0.24g, 6 3%) frttfc.ft&fc: 

mp 232-234*0 Cigg^S) . 
Mass m/z 644(MH)\ 

too7i] mam 1 5 

3- (N-^y^/p-N-^-f/PTsyy^) -4, 7 
-y'tHn-7- (2, 6-i''y;M-n'<.Vi;/P) -5 

- (2-r-th^wyyf-;p) -2- (4-^yyf- 
y/prsyyxx/w) -4-^yf-xy C2, 3- 



b 3 hr y x y^^Bco^t : H&fcffl 1 4 Tfcfcitfcflte 
%(0.3g, 0.4mmol> co^yonyyv (5ml) j§ 
*fc. x'V ( 2 ml ) fcftTKItgS ( 1ml ) Sr*^TSB 
MiaT-4^ia$^t6 0-CT6«EiaffL.7t:. SJS 
mffiam%*t,Zg)H. jt-^r-WWy-i Y (50ml) 
TttlflLfc. »JtiJaS-S&*:£&*-Cifci\ IfcWJBH-h 
■J'7ATS£*i&. SSSISSHL*:. ^ftttBSSrv-y* 

(0.1 7g) zti*%mi,z£>otmmti. x 

x- f/t*» 4>S4£,fl L X „ m&gfh (0.1 
6g, 8 9%) 

mp 1 66-1 68«C CJUSI} . 
[0072] 9EMM1 6 

4 , 7 - ^ t K o - 7 - ( 2 . 6 - y*7 /M- o^y 3^ ) 
-2- (4-7-feF-y^y7x-/H - 5 -^y/ 

■i>v-3- (N-'<y^;i/-N-y-?-;ursyyf-;i') 
-4-^Vfx/ C2.3-bD tUiyyiSSSiSOM 
m : ##092 5T#^ft3-fb&ft£lSmi: U< 

Oftb i? 2? nor-b h y *ffiv4H!ffHte1**Wa*- 
[0073] setwi 7 

4,7-ytHu-7-(2,6- x'7 /l^n^y x'/U ) 
-2- (4-7-th-/Wy7i-)H -5— <yy* 
f-'J;U-3- (N-Kyy'Jl/-N->f;l-7S/yf 

AO -4-^y^-xy C2.3-bD tyy'yiggag 
^$^:##m6T#^ft£>fc^£Jgf4fcLT. II 

tm 1 6 tzsdmcoim t mmnimtz t o wB.*xt-&¥i 

[0074]Sa&Wl8 

lllfem 4 -CtKiiLfc'ffc^j ( 1 0 0ns) , =7? h-X 
1 6 5mg. 5mg, ^y fx-zl/rA-n 

-;U4mg*J ZlVXtT y yl7^y»7A 1 mg£JB^ 

^fflWIl 9 

Utewi 4-^tL^b-^i ( 5«> *&atjm*e 

^filOOmltL^:. i«0}S2r0. 2 2//moy 

yy^y y -f;p^-(tt*msujSI (tt) XidrT^hy 
2iif?»ftU i#x^^fc:j:08De«£«U. 100 
IDSEWI2 0 
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